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The following Listing of the Claims will replace all prior versions and all prior listings of 
the claims in the present application: 

Listing of The Claims: 

What is claimed is: 

1 . (original) A method of diagnosing or prognosing a disease in an individual, comprising the 
steps of: 

a) determining the level of expression of a gene in a blood sample of an individual, and 

b) detecting a difference of said level of expression of said gene in said blood sample 
according to step a) relative to the level of expression of the same gene of a control, wherein a 
difference in expression levels is indicative or predictive of said disease. 

2. (original) A method of diagnosing or prognosing a disease in an individual, comprising the 
steps of: 

a) determining the level of expression of a gene in a blood sample of an individual; and 

b) detecting the same level of expression of said gene in said blood sample according to 
step a) relative to the level of expression of the same gene of a control, wherein the same level of 
expression is indicative or predictive of said disease. 

3. (original) The method of claim 1, wherein said control is a non-disease control. 

4. (original) The method of claim 2, wherein said control is a disease control. 

5. (original) The method of claims 1 or 2, wherein said control is from a blood sample of one or 
more individuals. 

6. (original) The method of claims 1 or 2, wherein said control is from a blood sample of one or 
more individuals undergoing treatment for a disease. 
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7. (currently amended) A method of identifying a dis e as e marke r useful for diagnosing a disease , 
comprising the steps of: 

a) detecting the presence of RNA encoded by a gene expressed in blood and in a non- 
blood tissue of a subject not having said disease, in an unfractionated sample of whole blood 
from each of one or more subjects having said disease, and quantifying a level of said RNA in 
said sample det e rmining the l e vel of e xpr e ssion of a geno in a blood sample of an individual 
having a diseas e , wherein said gen e is a candidat e disease mark e r ; and 

b) determining a difference between said level and a quantified level of control RNA 
from an unfractionated sample of whole blood from each of one or more first control subjects, 
said control RNA being encoded by said gene and being detectable in said sample from said 
control subjects, said comparing said lev e l of said step a) with the lovol of e xpression of said 
gon e in an individual not having said dis e ase, wher e in a difference identifying in said lev e ls 
id e ntifi e s said candidat e gene as a marker of said disease. 

8. (currently amended) A method of identifying a diseas e marke r useful for diagnosing a disease , 
comprising the steps of: 

a) producing an amplification product from RNA extracted from an unfractionated 
sample of whole blood from each of one or more subjects determining th e level of expr e ssion of 
a g e ne in a blood sample of an individual having a- said disease, said amplification product being 
encoded by w h e r e in said g e n e is a candidate dis e ase marker and said g e no corresponds to a gene 
expressed in blood and in a n on-blood tissue of a subject not having said disease, and quantifying 
said amplification product ; and 

b) determining a difference between said quantity of said amplification product and a 
quantity of an amplification product from control RNA, said control RNA being extracted from 
an unfractionated sample of whole blood from each of one or more control subjects, said 
amplification product from said control RNA being encoded by said gene, and expression of said 
gene being detectable in said sample from said each of one or more control subjects, comparing 
said level of said st e p a) with th e l e v e l of e xpression of said gon e in an individual not having said 
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dis e as e , wherein a said difference in said l e v e ls identifies said candidat e gene as a marker of said 
disease. 

9. (currently amended) AThe method of claim 7 or claim 8, wherein said subjects having said 
disease are asymptomatic with respect to said disease of id e ntifying a g e n e as mark e r for diseas e 
progr e ssion, comprising th e st e ps of: 

a) d e t e rmining th e lev e l of expr e ssion of a g e ne in a blood sampl e of an individual having 
a symptom of a disease, wherein said gone is a candidate for det e rmining diseas e progr e ssion; 

unu 

b) comparing said l e vel of said st e p a) with th e l e vel of e xpression of a corr e sponding 
g e n e of an individual not having said symptom or having a diff e r e nt symptom, wh e r e in a 
differ e nc e in said l e v e ls id e ntifi e s said candidat e g e n e as a mark e r of dis e ase progr e ssion . 

10. (currently amended) AThe method of claim 7 or claim 8. wherein said of identifying a gene 
is _as a marker for diseas e progr e ssion, comprising the st e ps of: 

a) determining th e l e vel of e xpr e ssion of a g e n e in a blood sampl e of an individual having 
a symptom of a dis e as e , wh e r e in said g e n e is a candidat e for d e t e rmining dis e ase progr e ssion and 
said gene corresponds to a g e n e expr e ss e d in non blood tissu e ; and 

b) comparing said l e v e l of said st e p a) with the lev e l of e xpr e ssion of a corr e sponding 
gen e of an individual not having said dis e as e , wh e rein a diff e r e nc e in said l e v e ls identifi e s said 
candidat e g e n e as a marker of disease progression. 

11. (canceled) 

12. (canceled) 

13. (currently amended) The method of claim7or8, claims 1,2, 7, 8, 9, 10 or 11, wherein said 
disease is selected from the group consisting of diabetes and heart failure coronary art e ry diseas e. 

14. (canceled) 

15. (canceled) 
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16. (currently amended) The method of claim 7 or 8, claims 1, 2, 7, 8, 9, 10 1 1 or 12, wherein 
said blood sample from each of said one or more subjects having said disease is a drop of blood. 

17. (currently amended) The method of claim 7, claims 1, 2, 7, 8, 9, 10 1 1 or 12, wher e in in said 
st e p a) said level of e xpr e ssion is d e termin e d for two or mor e g e n e s further comprising: 

(c) in said sample of step (a): detecting an RNA encoded by a second gene, said second 

gene being distinct from said gene in step (a) and being expressed in blood and in a non-blood 
tissue of said subject not having said disease; and quantifying a level of said RNA encoded by 
said second gene: and 

(d) determining, in an unfractionated sample of whole blood from each of one or 

more second control subjects, a difference between: said level of said RNA encoded by said 
second gene, and a quantified level of a control RNA being encoded by said second gene, and 
being detectable in said sample from said second control subjects, wherein said difference 
between: said level of said RNA encoded by said second gene; and said quantified level of said 
control RNA being encoded by said second gene identifies said second gene as a further marker 
of said disease . 

18. (canceled) 

19. (New) The method of claim 8, further comprising: 

(c) producing from said RNA of step (a) an amplification product encoded by a 
second gene, said second gene being distinct from said gene of step (a) and being expressed in 
blood and in non-blood tissue of said subject not having said disease; and quantifying a level of 
said amplification product encoded by said second gene; and 

(d) determining a difference between a quantity of said amplification product of step 
(c) and a quantity of an amplification product from reference RNA, said reference RNA being 
extracted from an unfractionated sample of whole blood from each of one or more reference 
subjects, said amplification product from reference RNA being encoded by said second gene, 
and expression of said second gene being detectable in said sample from said each of one or 
more reference subjects, wherein said difference of step (d) identifies said second gene as a 
further marker of said disease. 
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20. (New) The method of claim 7, wherein said detecting of said RNA of step (a) is effected by 
detecting cDNA and/or EST derived from said RNA of step (a). 

21. (New) The method of claim 8, wherein said producing of said amplification product of said 
RNA of step (a) is effected by producing an amplification product of cDNA and/or EST derived 
from said RNA of step (a). 

22. (New) The method of claim 8, wherein said producing of said amplification product of step 
(a) is effected by producing an amplification product of cDNA and/or EST derived from said 
RNA of step (a) using primers specific for said gene. 

23. (New) The method of claim 7, further comprising: 

(c) quantifying a level of said control RNA in said sample of step (b) to thereby 
determine said quantified level of said control RNA. 

24. (New) The method of claim 8, further comprising: 

(c) quantifying a level of said amplification product from said control RNA in said 
sample of step (b) to thereby determine said quantity of said amplification product from 
said control RNA. 

25. (New) The method of claim 7, further comprising: 

(c) isolating and quantifying said control RNA to thereby determine said quantified 
level of said control RNA. 

26. (New) The method of claim 8, further comprising: 

(c) isolating and quantifying said amplification product from said control RNA to 
thereby determine said quantity of said amplification product from said control RNA. 

27. (New) The method of claim 7, wherein the method further comprises isolating said RNA of 
step (a) prior to said detecting of said RNA of step (a). 
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28. (New) The method of claim 7, wherein said quantifying of said level of said RNA of step (a) 
is effected by determining a quantity of said RNA of step (a) relative to a quantity of a 
housekeeping gene. 

29. (New) The method of claim 7, wherein said quantifying of said level of said control RNA is 
effected by determining a quantity of said control RNA relative to a quantity of a housekeeping 
gene. 

30. (New) The method of claim 8, wherein said quantifying of said amplification product from 
said RNA of step (a) is effected by determining a quantity of said amplification product from 
said RNA of step (a) relative to a quantity of a housekeeping gene. 

31. (New) The method of claim 8, wherein said quantifying of said amplification product from 
said control RNA is effected by determining a quantity of said amplification product from said 
control RNA relative to a quantity of a housekeeping gene. 

32. (New) The method of claim 7 or 8, wherein said each of said one or more subjects having 
said disease, said subject not having said disease and/or each of said one or more control subjects 
is a human. 

33. (New) The method of claim 17, wherein said each of said one or more subjects having said 
disease, said subject not having said disease, said each of said one or more first control subjects 
and/or said each of said one or more second control subjects is a human. 

34. (New) The method of claim 7 or 8, wherein none of said one or more control subjects have 
said disease. 

35. (New) The method of claim 17, wherein none of said one or more first control subjects 
and/or none of said one or more second control subjects have said disease. 



BOSlll 12018143.6 



US. Serial No. 10/601,518 
Page 8 

36. (New) The method of claim 7 or 8, wherein said sample from each of said one or more 
control subjects is a drop of blood. 

37. (New) The method of claim 17, wherein said sample from each of said one or more first 
control subjects and/or said sample from each of said one or more second control subjects is a 
drop of blood. 
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